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III Arent Fox 
ATTORNEYS AT LAW 

Arent Fox Kintner Plotkin & Kahn, PLLC 
1050 Connecticut Avenue, NW 
Washington, DC 20036-5339 
2021857~6000 
Fax 2021857-6395 
www.arentfox.com 

March 17,200O 

Peter S. Reichertz 
202/857-6378 
reicherp@arentfox.com 

BY HAND 
Dockets Management Branch 
(HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Re: Docket 78N-03 6L 
Comments CP7 and CP8; Petition for 
Reconsideration of Denial of Citizen Petitions 

Y.3 ” 
Dear Sir/Madam: 
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The undersigned, on behalf of C.B. Fleet Company, Incorporated, submits this Petit&n for 
Reconsideration by the Commissioner of Food and Drugs with regard to the May 222 
1998, decisions in Docket 78N-036L, CP7 and CP8, denying the requested actions. 2 

DECISION INVOLVED 

On November 12, 1987, we filed on behalf of C.B. Fleet Company, Incorporated, the 
above-referenced Citizen Petitions. 

CP7 requested amendment of the Tentative Final Monograph for OTC Laxative Drug 
Products to include bisacodyl in an enema dosage form. On October 26, 1989, the Agency 
through a letter from Dr. William Gilbertson, indicated that 1Omg of bisacodyl 
administered in a 37SmL aqueous suspension rectal enema formulation “can be generally 
recognized as safe and effective as a laxative for adults and children 12 years of age and 
over”. (See Exhibit A). 

CP8 requested approval of six additional bowel cleansing systems, all including bisacodyl. 
Also by letter dated October 26, 1989, the Agency indicated that two of the six kits would 
be recommended for inclusion in the Final Monograph as the “data were sufficient to 
support” their effectiveness. (See Exhibit B). 

By letter dated May 22, 1998, the Agency denied these petitions due to safety concerns 
with bisacodyl. (See Exhibit C). It indicated that, because of these concerns, the Agency 
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did “not consider it appropriate, at this time, to grant your petition requests”, but that it 
would “be happy to reconsider your petition requests should data become available to 
support the safety of bisacodyl”. (Exhibit C, page 2). 

STATEMENT OF GROUNDS 

Please note that the Agency has concluded that bisacodyl is safe, and that “the data support 
the safety of bisacodyl as a Category I OTC laxative ingredient”. (See letter dated 
February 10,2000, Docket 78N-036L, Rpt. 14, Exhibit D). 

As bisacodyl has now been found safe, C.B. Fleet Company, Incorporated, requests that 
the Agency reconsider the denial of the above-referenced citizen petitions, and reinstate 
the findings of the two October 26, 1989, letters referenced above, which would include 
bisacodyl in an enema dosage form and prep kits consisting of Sodium Phosphates Oral 
Solution/Oral Bisacodyl and either a bisacodyl suppository or a bisacodyl enema in the 
Final Monograph on OTC Laxative Drug Products for Human Use. C.B. Fleet Company, 
Incorporated, requests that the Agency include these findings in the Final Monograph on 
OTC Laxative Drug Products. 

* * * * 

Should there be any questions concerning this Petition, please contact the undersigned. 

Respectfully submitted, 

,,<,q/&-g 

Peter S. Reichertz 
Arent Fox Kintner Plotkin & Kahn, PLLC 
1050 Connecticut Avenue, N.W. 
Washington, D.C. 20036-5339 
2021857-6378 
202/857-6395 (fax) 

As counsel to C.B. Fleet Company, Incorporated 

In Triplicate (CP7) 
(CP8) 





Peter S. Reichertz, Esq. 
Areat, Fox, Kintner, Plotkin & Kahn 
LOS0 Connecticut Avenue, NW 
\ias>i ngton, DC 20036-5339 

Re; Docket No. 7&l-036L 
Comments No. CPOOO7 

and AHD0003 

De a r I-f r . Refchertz: 

This letter concerns your citizen petition (coded CPOO07) 
subnitted on behalf of the.C. B. Pleet Company, Inc., dated 
Kovenber 12, 1987 and filed with the Eocketa Management Dranch 
on November 13, 1987. The pet it ion requested that the 
tentative final monograph on OX Laxative drug product& be 
mended to include an enema dosage form for the ingredient 
bisacodyl and to provide for its use as a post-evacuant in 
conjunction with a barium enena. 

!’ 

In my letter of January 12, 1988, I informed you that we were 
in the process of evaluating your petition and that additional 
data were needed for us to coclTiete our evaluation. On May 17, 
1988 you provided the additional data requested in my letter. 
This submission was coded AND0003 by the agency. 

tie have completed our rev’iew and determined that a lo-mg dose 
Of bisacodyl (administered in a 37.5 milliliter (nL) aqueous 
scs,-ension rectal enema formulation) is safe and effective for 
use by adults and children 12 years of age and over, but that 
safety in children under 12 years of age and effectiveness.as a 
pcs t -evacuant at any age have not been demonstrated. 

:1e have the following specific comments regarding the studies 
that were submitted: 

TTTie study by Salen and Keating compared two dosages of a 
k-rlsacodyl enema with a bisac&yl suppository and a bisacodyl 
z icroenena. One hundred and four patients (101 nale, 3 fe;lz!e, 
a(:es 24-8C) were entered in the study; 96 patients were d 
evaluated. One enema unit or one suppository was given to eacl-. 

patient 1 to 3 hours prior to the examination. Evaluation 
criteria included the tine to first response, the number of 
bowel movements, the presence or absence of abdo=linal or other 
discomfort, and the adequacy cf preparation for proctoscopic 
examination. 

Fifty-nine percent of the patients (13 out of 22) who received 
t>e bisacodyl enema responded wlthin 15 minutes compared with 2 
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32-percent response within 15 minutes for the patient81 (0 out 
of 25) who received the bisacodyl suppository and a 30 percent 
response for the pat icnts (9 out of 24) who received the 
bisacodyl nicroenena. Seventy-three percent of the bisacodyl 
enema patients (16 out of 22) were rated as having adequate 
bowel preparation for procto8copic examination compared with 
ratings of 72 percent (18 out of 25 patients) and 71 percent 
(17 out of 24 patients), respectively, for the bisacodyl 
suppository and the bisaccdyl microenema. 

Based on the above, the agency has determined that only the 
criterion “time to response” provide8 informat ion suggesting 
that the bi.sacod:fl products can be differentiated from one 
another. Eecause a vehicle control was not used, this 
cozy1 icates interpretation of the re,sults. Further, the _ 
bisacoI;tl enema fornulation tested is somewhat different fron 
the narketed fornulation. Ihe sponsor concludes that the 
glycerin and nethylce~tuloae in the enema formulations do not 
individually contribute to the laxative effect of the product. 
While the quantities of each ingredient probably do little, we 
do not know their effect in combination. 

The question to be addressed by the study is not the laxative 
activity of bisaccdyl, but whether an enema formulation is as 
effective a8 a suppository formulation of this ingredient in 
producing laxat ion. Based .on the 59-percent patient response 
rate within 15 minutes for the bisacodyl enema and the 
32-percent patient response rate for the bisacodyl 8UppOSitOFJ 
control group, we find that the study, although qualitative and 
net optimally designed, provides subst ant ial evidence that the 
enma containing 10 milligram8 (mg) bi8aCodyl in a 37.5 mL 
aqueous suspension is at least as effective as, and can be 
substituted for, the 10-q bisacodyl suppository. 

The Study by Swerdlow coneisted of administration of one unit 
of bisacodyl enema (containing 10 mg in 37.5 EL) to each of 20 
hospitalized or office Subject8 from 1 to 3 hour8 prior to 
proctoscopic exmination. De same evaluation criteria as in 
the Salen and Eeat ing study were used. The study showed a 
9C-percent restponse rate with a mean time of 10 minutes to 
first response after the administration of the bisacodyl 
enezla. The bowel preparation was rated as adequate for 
95-percent (19 out of 20) of the patients. Cramping was 
reported in 10 percent of the patients (2 out of 20). Al t3ouqh 
this study was uncontrolled, its favorable results are of value 
prirnar iLy as support for the results of the Salen ard Keat ing 
study. 



Peter s. Reichertt, Esq. Page 3 

,’ I 
( 

The study by Kaye and Solomon is a report on the use of 
bisacodyl in Fropylene glycol as an additive to barium enema 
8 uspens ions. ‘Twenty ng of bisacodyl was used in 109 cases and 
10 mg was used in an add it ionaL 39 cases. Although the authors 
report bisaccdyl in propylene glycol enema useful as an 
addition to the barium suspension, the study is uncontrolled 
and involves a bisacodyl formulation and dose different from 
that proposed in your petition. Therefore, this study does not 
provide substantial evidence to support the use of the proposed 
bisacodyl enema formulation as a post-evacuant in conjunction 
with a barium enema. 

The study by Hagilner and Oetrua was a randomized, double-blind 
trial in 200 patients scheduled to undergo barium enema 
procedures in which the effectiveness of bisacodyl enema was 
compared with ClysdlrastR enema .(3 ng of Fisacodyl and 5 gm 
of tannic acid in 1400 mL of water) as a post-evacuant for 
barium enemas. The evaluation of drug efficacy was based on 
the post-evaccant f i 1x11 for: 

4 Final diagnosis after barium enema, 

b) Overall impression of the test material as a 
post-evacuant (exceLtent, good, fair, or par), 

cl Overall impression of the test material’s ability to 
improve the aucosal pattern (excellent, good, fair, or poor). 

While there was little difference between bisacodyl (72 percent 
of tests rated excellent) versus ClysodrastR (70 percent of 
test s rated excelLent) as post-evacuant s, bisacodyl scored 
poorly on its ability to improve the mucosal pattern. Only 7 
percent of the bisacodyl patients (7 out of 100) were rated as 
excellent in improvement of the mucosal pattern following its 
use as a post -evacuant, while 79 percent of the patients (79 
out of 100) were rated as showing fair or poor improvement. By 
comparison, 53 percent of the ClysodrastR patients (53 out of 
100) were rated as excellent in improvement of the mucosal 
pattern with only 27 percent (27 out of lC0) rated as showing 
fair or poor inprovement . There were no differences in patient 
complaints between the groups: 84 percent of the patients had 
no complaints. 

On the basis of tSis study, we cannot conclude that bisacodyl 
enena is safe and effective as a post.-evacuant for barium 
enema. It dots not appear to be as effective for improving the 
nucosal pattern as the approved ClysodrastR. The usefulness 
of a post-evacuant is not nerel.y to get rid of barium after a 
procedure, bet to add to the radiologist’s ability t.o assess 
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colonic pathology. On the post-evacuant film, with or withcut 
air contract, mucosal integrity nay be better defined, so that 
d 1 agnos t ic accuracy i s enhanced. 
CLyaodrastR, 

This is the case with 
but not with the blsacodyl formulation used in 

t:;i s st udy. \le, therefore, cannot conclude, on the basi 6 of 
the data provided, that bisacdyl enema is effective as a 
post-evacuant for barium enema. 

Zased on the data provided, we are able to concLude that 10 ng 
cf bisacodyL administered in a 37.5 mL aqueous suspensicn 
-ectal enema formulation can be generally recognized as safe 
ind effective as a laxative for adults and children 12 years of 
age and over. Effectiveness as a post-evacuant in conjunct ion 
with a barium enema has not been demonstrated on the basis cf 
t>e infornat ion provided. The safety and effectiveness of the 
fornulat ion as either a Laxative or as a post-evacuant has also 
zct been demonstrated for children under 12 years of age 
because no studies in children were submitted. Use of this 
bisaccdyl enema formulation as part of a bowel cleansing system 
is addressed in my other letter to you of this date. 

Eased on the above, we plan to recommend to the Commissioner 
that proposed 21 CFR 334.6O(c)(l)(ii) be changed to read 
-Rectal dosage forms” from the currently proposed “Rectal 
suppository dosage forms, l and that the follcwing be added to 
proposed 23. CFR 334.60(d)(2)r 

Rectal enema dosages Adults and children 12 years of age 
and overt 10 milligrams bisacodyl in 37.5 milliliters of 
aqueous suspension in a single daily dose. Children c.rider 
12 years of agex Consult a doctor. 

The Division of OTC Drug Evaluation intends to recommend tc tY.e 
Comnissioner that the agency respond to your petition in the 
above manner in the final monograph for O’K3 laxative drug 
products, which will be published in a future issue of the 

? 

PEDEW REGXS’XR. Pollowing that publication, you may file a 
citizen petition to amend the f inat monograph 0s file a new 
drug application for the post-evacuant claim for bisacodyl 
enema, as well as for its use as a laxative in children under 
12 years of age. 

Any comment you may wish to nake on the above information 
should be submitted in three copies, identified with the docket 
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number shown at the beginning 02 this Iattor, to the Dodcsts 
Management Branch (EF'A-30S), Food and Drug Mmlnimtration, Room 
4-62, 5600 Pirher Lane, Rockville, HD 20857, 

linoerely youror 

- -. Willid C. Gilbsrtaom, Pharr, D: 
Dire&or 
Divisioti of OS Drcrg Bvaluatiom 
Office of Drug Standards ' 
Center for Drug Evaluation ad Research 
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Peter S. Reichertz, Esq. 
Arent, Fox, Kintner, Plotkin C Kahn 
LOS0 Connecticut Avenue, NW 
Washington, DC 200364339 

OCT 26 1989 

Ret Docket No. 7&J-036L 
Commente No. CPOO08 

and SUP005 

Dear Hr. Reichertt: 

This letter concerns your citizen petition (Coded CPOOOS) 
submitted on behalf of the C. B. Fleet Company, Inc., dated 
November 12, 1987, and filed under Docket No. 7&I-036L in the 
Docket 8 Management Branch on November 13, 1987. The petit& 
requested that the tentative final monograph for 0X laxative 
drug products (published in the FEDERAL REGISTER of January 15, 
1985; 50 FR 2L24) be amended to include &additional bowel- 
cleansing 6y8tems. 

i 

In my letter of Hay 16, 1988, I informed you that yd were in 
the process of evaluating your petition and that additional 
data were needed for us to complete our evaluation, On August 
16, 1988 you provided the additional data requested in my 
ietter. Thiar submission was coded SUP005 by the agency. 

\fe have completed our review and determined that tw of the 
proposed bowel cleansing systems are safe and effective for use 
by adults and children 12 years of age and over. Fhe other 
four proposed bowel cleansing systems require additional data 
to denonstrate their eafety and effectiveness. 

We have the following specific comments regarding each of the 
six bowel cleansing systems and the data submitted in support 
of themt 

Kit Hunber I: A kit containing the following 3 laxative drug 
products for sequent ial adminis’trationr 7.56 grus (g) of 
sodium phosphate and 20.2 g of sodium biphosphate in oral 
solution, 20 milligrams (mg) of bisaccdyl administered orally 
at least 3 hours after administration of the sodium 
phosphate/sodium biphosphate oral solution, 10 mg of bisacodyl 
administered by suppository at least 9 hours after the 
administration of the oral. bisacodyl and at least 1 hour before 
the scheduled x-ray or examination. 

I 
I 
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Kit number 1 substitutee 7.56 g of sodium phosphate and 20.2 g 
- of sodium biphosphate for 2S g of aagneaiua citrate in ths 

bowel cleansing system listed in $ 334.32(a) of the OTC 
Laxat Ive tentative final monograph (50 FR 2153). It also 
slightly alters the current dosing regimens of oral and rectal 
bisacodyl from 15-20 mg bisacodyl orally 2 hours after 
magnesium citrate to 20 mg bisacodyl at learnt 3 hours after 
sodium phosphate/sodium biphosphate, and from LO rg bisacodyl 
suppository 9 hours after oral bieacodyl and at lsaut 2 hours 
before the x-ray to at least 9 hours after the oral bieacodyl 
and at least 1 hour before the x-ray. The proposed bowel 
cleansing system containing these dosages and regimen has been 
marketed for over 1S years. 

Both magnesium citrate and sodium phosphate/sodium biphosphate 
are listed in the OTC laxative tentative final monograph as 
single ingredient Category I saline laxatives, and the dosages 
in the bowel cleansing systems would be the maximum single 
daily dose permitted for each. In addition, in 0 334.00 
professional labeling claias have been proposed for both 
magnesium citrate and sodiua phosphate/sodiun biphosphate for 
use as part of a bowel cleansing regiaen in preparing the 
patient for surgery4 x-ray, and endoscopy (50 tR 2157). The 
data provided included a summary report of a clinical 
evaluation of kit no. 1 compared to Bvac-Q-Kit, a bowel 
cleansing system listed in $ 334.32(b) of ths OZC laxative 
tentative final ronograph (50 PR 2lS3) and consisting of 
magnesium citrate, phenolphthalein, and a carbon 
dioxide-releasing suppository. 

In this single blind randomized study of 108 patients being 
prepared for barium enema, 57 patients received kit number 1 
and 51 patients received Evac-Q-Kit. Thirty-one percent of the 
patients treated with kit number 1 showed moderate to extensive 
gas retention after treatment compared with 53 percent of the 
patients treated with Bvac-O-Ri t. Seventy five percent of the 
patients treated with kit number 1 showed goa to excellent 
mucosal detail on examination compared to 54 percent of the 
patients treated with Evac-U-Kit, Overall evaluation 
(satisfactory/unsatisfactory) of the coloa preparation showed 
no significant difference between the two bowel cleansing 
systems. There were no significant differences in side effects 
produced by the two kits. 

Aithough this study does not provide a comparison between kit 
number 1 and the most similar bowel cleansing Bystem (magnesium 
citrate followed by bisacodyl), it does compare another 
Category I bowel cleWIsing system (magnesium citrate, 
phenolphthalein, and carbon dioxide-releasing suppositories, 
($ 334.32(b), 50 FR 2156) with one in which sodium 
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phosphats/sodiur biphosphate is substituted for ragnesium 
citrate. The results of this study, together with other data 
already considered by the agency In the laxative tentative 
final monograph (SO Ir6L 2137), support the contention that 
sodium phosphate and sodiua biphosphate can be interohsngsd for 
magnesium citrate safely and effectively in a Category I bowe1 
cleansing system. This interchangeability would apply to 
either of the bowel cleansing systems specified in proposed 
$ 334.32 in the OTC laxative tentative final. monograph (50 PR 
2153). The safety and effectiveness of the dose and dose 
regimen proposed for kit number 1 are supported 23y previous 
agency findings in the tentative final monograph and by the 
data provided. Appropriate addition6 to s 334.32 will be 
included in the final monoqraph. 

Kit Number 3t A kit containing the following 3 laxative drug 
products for sequential adainistrationr 7.56 q of sodium- 
phosphate and 20.2 g of sodium biphosphato in oral solution, 20 
ng of bisacodyl administered orally at least 3 hours after 
administration of the sodium phosphate/sodtua biphosphata oral 
solution, 10 nq of bfsacodyl administered by enena 9 hours 
after the administration of the oral bjsacodyl and at least 1 
hour before the scheduled x-ray or ex6mInation. 

This kit is identicaL to kit number 1 except for the 
substitution of a 10 mq bieacodyl enema for the 10 mg bisacodyl 
suppos i tory. As discu88ed in my other letter to you of this 
date, we concur that the submitted data augport the 
substitut ion of the LO aq bisacadyl enema formulation for the 
Category f 10 ng bisaccdyi suppository. 

We therefore concur that a Category f bowel cleansing system 
substituting a 10 mg bisacodyl enema for a 10 rg bisacodyl 
suppository is acceptable. Appropriate additions to 0 334.32 
will be included in the final monoqraph. 

Kit Hunber 2: A kit containing the following 3 laxative drug 
pr&ucts for sequential administrationr 7.56 g of sodium 
phosphate and 20.2 g of sodium biphosphate in oral solution, 20 
rag of bisacodyl adninistered oraLly at least 3 hours after 
administration of the sodium ‘phosphate/sodium biphosphate oral 
solution, and administration of a Large volume liquid castile 
soap enema at least 9 hours after administration of the oral 
bisacodyl and at least 2 hours before the scheduled x-ray or 
examination. 

Bowel cleansing kit number 2 is the same as bowel cleansing 
kits 1 and 3 except for the substitution of a soap enema in 
place of the bisacadyl suppository or bisacodyl enema. As 
noted in your submission of August 16, 1988 (SWOOS), no 
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clinical rtudier of the liquid ca6tile soap enema have been 
performed, although 8ome text-8 of the 19406 and 19506 do 
refer to soap wat6r enema6, Ho data on soap water enema6 have 
been submitted to the OTC drug review and such products are not 
dlocussed in the 0%. laxative tentative final monograph (50 FR 
2124). In view of the literature reports noted in your own 
eubaaiusion that roap enema8 have caused adveree reaction6 ad 
are irritating, as well a6 the lack of clinical data on their 
safety and effectiveness, there i6 no adequate basis to 
recommerxl approval of kit nuslmr 2 or any bowel clsaneing kit 
containing a soap enema. Should the company wioh to pursue 
approval of kita containing a 6oap enema0 well-controlled 
clinical trials comparing a bowel cleanning kit with a 8oap 
enezaa to that with a bisacodyl enema or suppo6itory will be 
necessary. 

Kit Number 4r A kit containing the following 3 laxative drq 
product8 for sequential adrinistrationt 60 miltilitere (mL) of 
castor oil eaulsion in oral solution, 20 lag bisacodyl 
administered orally at least 3 hours after adninistration of 
the castor oil emulsion in oral solution, 10 mg of bieacodyt 
administered by ruppo6itory at lea6t 9 hour6 after ‘the 
administration of the oral bi8acalyl and at least 1 hour before 
the scheduled x-ray or examination. 

Proposed bowel cleansing kit number 4 is the uame a61 kit number 
1 but 6ubstftutea castor oil for 8udium pho8phato and aodiua 
bipho8phats. Ca8tor oil i8 in Category I in the OTC laxatim 
tentative final monograph Imth a6 a stimulant laxative and for 
u6e alone in preparing the colon for andoscopic examination. 
There is no diecussion in the laxative tentative final 
nonograph regarding the use of castor oil with other laxatives 
as part of a bowel cleansing regimen. The proposed conbinat ion 
in kit number 4 would combine two st iolulant laxative8 rather 
than a saline laxative and a stimulant laxative. Such a 
substitution Rust be 6upported by adequate clinical data. The 
argument that because each ingredient proposed for kit number 4 
is separately approved for hue1 cleansing in the CXK Laxative 
tentative final monograph, the combination wet be safe and 
effective as a bowel cleansing system is not in keeping with 
the agency’s guidelines on O’X combination drug products. The 
discussion of FDA’s combination pol.icy in comment 88 in the 
laxative tentative final monograph clearly states that .data 
are necessary to establish the safety and effectiveness of 
other specific combinations or to demonstrate that the specific 
ingredient6 in a pharmacological class are chemically and 
pharmacologically interchangeable,. (See SO FR 2146.) 
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The study by Stratus and Hofnann (Pharmather Utica, StS7-61, 
1987) was a single-blind ran&mid study of 5 patients being 
prep&d for barium enema, in which one Group of patients 
received 2 ouncea (06) of caetor oil followed by tap water 
enemam, while the other group received ragnesi~ citrate, 
phenoLphthalein, Wld a bisacudyl 8~~8itOry. ihf8 8tPdy did 
not demonstrate any 6igniffC6nt difference8 between the two 
bowel cleanring system8, aLthough 8-e significant differOnCe 

were noted in patient preference for the nagnesiun 
citrate-containing kit. The author6 Of this Study 8180 tlOted 
that a preViOU8 8ttiy by Irwin et al. (6aetroent8rol 
47-50, 1974) fourd that a bowel preparamt coot 
magnesium citrate, phenolphthalein, aad a carbon 
dioxide-releasing suppository gave significantly superior 
results in preparing patients for barium enema than did 2 02 of 
castor oil followed by cleansing enemas. Neither of the 
aforementioned studieo provide the support needed to establish 
the safety and effectiveness of a bowel cleansing kit 
containing castor oil followed by a cleansing tap water enema, 
nor do theoe data support the safety and effectiveram of a kit 
containing castor oil followed by oral. bisacodyl ad a soap 
water enema (kit nunber b), or castor oil followed by oral and 
then rectal biracodyl (kit number 6). 

It f6 ItOt po66ibh to predict whether the cartor Oil-Cmtaining 
kit8 would produce result8 equivalent to, better than, or worse 
than the magneriw citrate bowel cloaneing systema cmrreatly 
proposed as Category 1 in the laxative tentative firm1 
monograph. Sudh a kit would contain only 6tirulant Iasatives, 
and the r8p8titiVe admiQi6tratiOn Of 6uCh active agent6 may not 
?x! n8edsd and may cause an increase ia l dver8e reactions. Data 
from well-controlled clinical atudie8 comparing castor oil to 
magnesium citrate would be necessary for further evaluation of 
the69 prOpOSed kits, aad for the castor oil kit containing roap 
enena, a separate evaluation, a8 noted above tot prc4po6sd kit 
number 2, woutd be nece8sary. 

Kit number St A kit containing the following 3 laxative drug 
products for sequential adminfstrationt 60 RL of castor oil 
emulsion in Oral solution, 20 mg biracodyl administered orally 
at least 3 hours after administration of the ca6tor oil 
emulsion in oral SOlUtiOn, and administration of a large volume .- 
liquid castile eoap enema (2/3 fluid OL of Liquid cartile soap) 
at least 9 hour6 after the admini6tration of the oral bi6aCodyl 
and at leaet 2 hour6 before the schedufed x-ray or exanriaatfon. 

The deficieneiea di8CU68ed for proposed kit6 nunbcr 2 and 
number 4 above apply equally to thi8 proposed bouel cleansing 
syt3tem. 



Peter S. Reichertt, Esq. Page 6 

Kit number 6: A kit containing the following 3 laxative drug 
product8 for sequent ial administration: 60 nL of castor oiL 
enuleion in oral solution, 20 mg of bisacodyl administered 
oralLy at Least 3 hours after administration of the castor oil 
emulsion in oral solution, 10 rg of biaacodyl administered by 
enema at Least 9 hours after the administration of the oral 
bisacodyl and at least I hour before the scheduled x-ray Or 
examination. 

The deficiencies mentioned in the discussion of proposed kit 
number 4 above apply equally to this proposed kit. 

The Division of OTC Drug Evaluation is therefore proposing that 
the following bowel cleansing systems (identified a8 kit 
numbers L and 3 above) be included as Category I for adults and 
children 12 years of age and over in tSe final monograph for 
OTC laxative drug products: 

A kit containing the following 3 laxative drug products for 
sequential adminfstrationr sodium phosphate/sodium biphosphate 
marketed as an oral solution identified in 5 334,16(d) and 
bisacodyl identified in 0 334,18(b) in bib an oral dosage form 
and a suppository dasage form. (Kit number I) 

A kit containing the following 3 laxative drug products for 
sequent ial administration: aodium phosphate/sodium biphosphate 
marketed as an oral solution identified in 5 334.16(U) and 
biaacodyl identified in 5 334.18(b) in both an oral and an 
enema dosage fora. (Kit nusaber 3) 

Please note that the dosage schedules for these kits will be 
included in $ 334,66(d) in the final monograph and an 
appropriate croee-reference will be included in the above kit 
descriptions when included in f 334.32 of the final monograph. 

The submitted data are insufficient to support the inclusion of 
your other proposed bowel cleansing kitr (identified as kit 
number8 2, 4, 5, and 6 above) as Category I at this time. 
Therefore, we are not proposing that any of those bowel ’ 
cleansing systems be included in the OX Laxative final 
monograph. 

The Division of OTC Drug Evaluation intends to recommend to the 
Commissioner that the agency respond to your comment in the 
above manner in the final monograph for OTC laxative drug 
products, which will be published in a future issue of the 
FEDERAL REGISTER. Following that publication, you may file a 
citizen petition to amend the final monograph or file a new 
drug application for any of the kits not included in the 
monograph. Should the company wish to perform the clinical 
studies needed for any of these other kits, the agency would be 
glad to review proposed protocols. 



Any comment you may w1mh to aako on t?m above inforratfon 
should be l G.mittd in thrao copiem, identified with the docket 
number l huun at tb beginning of thir letter, to the Docketa 
Management Branch (HPA-30S), ?ood am3 Drug Mmintotrrtion, Ram 
442, 5600 Pirhers Lana, RadcrilLo, MD 20857. 

We hop. thir information will be helpful. 

8incerely your*, 

C 

William II. Qilbertaon, Pharm. D. 
Director 

- -moiaton of OlT Drug Evaluation * 
Offfca of Drug Statiardo 
Center for Drug Evaluation and Besauch 
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DEPARTMENT OF HEkl’H & HUMAN SERVICES Public Health Service 

Food and Drug Administration 
Rockville MD 20857 

Peter S. Reichertz, Esq. 
Arent, Fox, Kintner, Plotkin & Kahn 
1050 Connecticut Avenue, NW 
Washington, DC 20036-5339 

Re: Docket No. 78N-036L 
Comments No. CP7 and 08. 

Dear Mr. Reichertz: 

We refer to your citizen petitions dated November 12, 1987, submitted on behalf of 
C.B. Fleet Company, Inc., requesting amendment of the tentative final monograph 

(TFM) for over-the-counter (OTC) laxative drug products. 

CP7 requests that the TFM be amended to include an enema dosage form for the 
ingredient bisacodyl and to provide for its use as a post-evacuant in conjunction with a 
barium enema. 

CP8 requests that the TFM be amended to include 6 additional bowel cleansing systems. 
Each system incorporates use of bisacodyl. 

For the following reasons, the agency considers action on the petitions completed. 

On October 26, 1989, Dr. Gilbertson issued a letter to you (copy enclosed) indicating that 
10 milligrams (mg) of bisacodyl administered in a 37.5 milliliter (mL) aqueous 
suspension rectal enema formulation can be generally recognized as safe and effective as 
a laxative for adults and children 12 years of age and over. However, data did not 
support the effectiveness of bisacodyl enema as a post-evacuant for barium enema. 

A second letter issued to you by Dr. Gilbertson on October 26, 1989 (copy enclosed), 
indicated that data were sufficient to support the effectiveness of 2 of the 6 bowel 
cleansing kits (i.e., Kit #l containing sodium phosphate and sodium biphosphate/oral 
bisacodyl/bisacodyl suppository and Kit #2 containing sodium phosphate and sodium 
biphosphate/oral bisacodyl/bisacodyl enema), 
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We note that both petitions concern the stimulant laxative ingredient, bisacodyl. Because 
of recent safety concerns regarding bisacodyl (see May 10, 1996 letter from Dr. Debra 
Bowen, Director, Division of OTC Drug Products, copy enclosed), the agency does not 
consider it appropriate, at this time, to grant your petition requests. 

Accordingly, your petitions 78N-036L\CP7 & CP8 are denied. 

We will be happy to reconsider your petition requests should data become available to 
support the safety of bisacodyl. 

If you have any questions regarding the petitions, please refer to the docket and-comment 
numbers above, and submit all inquiries, in triplicate, to the Dockets Management Branch 
(HFA-305), Food and Drug Administration, 12420 Parklawn Drive, Room l-23, 
Rockville, MD 20857. 

Enclosures 

for Regulatory Affairs 
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Martin M. Kaplan, M.D., J.D. 
Vice President, 
Drug Regulatory Affairs 
Boehringez: Ingelheini 
900 Ridgeburg Road 
P-0. Box 368 
Ridgefield, Connecticut 

ii. CHPA 

06677-0368 

Re: Docket No. 78N-036L 
Comment No. RPT 14 

Dear Dr. Kaplan: 

Reference is made to your submission dated October 21, 1999, 
identified as Comment No. RPT 14, under Dacket No. 78N-036L in 
the Dockets Management Branch, entitled ‘A Six Month Oral Gavage 
Carcinogenicity Study of Bisacodyl in the Heterozygous ~53 

Transgenic Mouse (Study No. 98R027) ." This study was submitted 
to support the safety of bieacodyl as a Category I (safe and 
effective) over-the-counter (OTC) laxative drug ingredient. 

We have the following comments on the study: 

In the first week of treatment, heterozygous ~53 transgenic mice 
received bisacodyk by oral gavage at doses of 0, 800, 4000, and 
8000 mg/kg/day. The high dose of 8000 mg/kg/day was given as two 
daily doses of 4000 mg/kg administered 4 hours apart. Baeed upon 
recommendations received from the FDA's Center for Drug 
Evaluation and Research Carcinogenicity Asaegsment Committee 
(CAC) , the mid dose was changed from 4000 to 2000 w/kg/day and 
the low dose was changed from 800 to 500 mg/kg/day at the 
beginning of the second week of treatment. A positive control 
group received p-cresidine at 400 mg/kg/day. 

:i 

;! 
i ; ; 1 i 

ii 
I 

There were no treatment-related findings of hyperplasia, 
metaplasia, or tumors for heterozygous ~53 transgenic mice chat 
received bisacodyl, 

For heterozygous ~53 transgenic mice that received the positive 
control, p-cresidine, neoplastic findings were observed in the 
urinary bladder that included transitional cell papilloma and 

I 
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carcinoma for 4 of 30 (13.3 percent) of the'animals. Additional 
findings in the urinary bladder included transitional epithelial 
hyperplasia for 26 of 30 (86.7 percent) 'of the animals, squamous 
metaplasia for I1 of 30 (36.7 percent) of the animals, 
transepithelial apoptbsis for 13 of 30 (43.3 percent) of the 
animals, and spindle cell hyperplasia for 4 of- 30 (13.3 percent) 
of the animals. The combined incidence of transitional cell 
papilloma, carcinoma, and hyperplasia, ae uell as squamous 
metaplasia, was 86.7 percent (26 of 30) of the animals. 

For all groups including the control, undifferentiated sarcomas . 
were observed in association with transponder identification 
chipa. Survival rates were unaffected by treatment with - 
bisacodyl. Body weight gain for female mice that received 
bisacodyl at 8000 mg/kg/day was impaired by >lO percent; however, 
final body weight was 94.2 percent of the control- Body weiyht 
gain and Pin&l body weight for male mice that received p- 
cresidine were impaired by ~10 percent. Food consumption over 
the treatment period was aigniffcantly reduced for male and 
female mice that received p-cresidine. Bisacodyl treatment 
produced no increases in the frequency of micronuclei/ 
palychromatic exythrocytes (PCE) in the peripheral blood. 
Bisacodyl at 8000 rng/kg/day produced centrilobular hepatocellular 
hypertrophy characterized by the presence af enlarged cells with 
abundant eosinophilie cyr;oplasm in female mice. 

1 
I 
! 

Based on our review of your submission and ather information 
avaiLable for bisacodyl (refer to our letters dated April 8, 1948 
and March 23, 1999, coded as LET175 and LET180, respectively, 
filed under Docker .No. 78N-036L in the Dockets Management 
B'kanch) , we co*nclude the following: 

I 1. The results of the carcinogenicity study with bisacodyl in 
heterozygous ~53 transgenic mice are acceptable. 

. 

,/ 
\ : 

2. Bisacodyl at oral doses up to 8000 I&kg/day was not found 
be tumorigenic in heterozygous ~53 transgenic mice. 

i I 
: : ! , 

3. Based on currently available information, no further 
carcinagenicity testing of bisacodyl is recommended. The 
totality of the data available do not suggest a human 
carcinogenic risk from bisacodyl when used as recommended. 

I 

i’ 
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Therefore, the data support the safety of bisacodyl as a Category 
I OTC laxative ingredient. The Division of OTC Drug Products 

intends to recommend to the Commissioner' that the Agency respond 
to your submission in the above manner in an amendment to the 

final monograph for OTC.la%ative drug products. 

Any canmint you wish to Any comment you wish to make on the above information should be 
subn,,--zU *.a . s&mitted in three copies, identified with the docket and comment 
numbers shown ..~ numbers shown at the beginning of this letter, to.the Dockets 
Management Branch Management Branch (NFA-3051, Food and Drug Administration, room 
2.061, 5630 Fishers Lane, R&ville, MD 20852. 

We hope this information will be helpful. 

Sincerely yours, 

'/ Director 
Division of OTC Drug Products 
Office of Drug Evaluation V 
Center for Drug Evaluation and Research 

; : 
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